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DETAILED ACTION 

1. Claims 1-11 are pending and under consideration. 

Information Disclosure Statement 

2. The IDS submitted 2/13/2006 has been considered. Du et al. reference has 
not been considered because it is in a foreign language and no translation is provided. 

Specification 

3. The use of the trademark Actimmune has been noted in this application. They 
should be capitalized wherever they appear and be accompanied by the generic 
terminology. 

Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner, which might adversely affect their validity as trademarks. 
Claim Rejections - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4a. Claims 1, 2 and 4-11 depending therefrom are rejected under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling for the treatment of 
fibrotic disease, does not reasonably provide enablement for prophylaxis of the fibrotic 
disease or the reduction in the incidence or severity of one or more side effects 
ordinarily associated with the administration of either drug alone in the treatment of the 
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fibrotic disease. The specification is also not enabling for the synergistic effects of the 
combination. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

The factors to be considered when determining if the disclosure satisfies the 
enablement requirement have been summarized as the quantity of experimentation 
necessary, the amount of direction or guidance presented, the presence or absence of 
working examples, the nature of the invention, the state of the prior art, the relative skill 
of those in the art, the predictability or unpredictability of the art, and the breath of 
claims. Ex Parte Forman, (230 USPQ 546 (Bd. Pat. App. & Int. 1986); In re Wands, 858 
F.2d 731, 8 USPQ 2d 1400 (Fed. Cir. 1988). 

Claims 1 and 2 are drawn to the method of treatment or prophylaxis (prevention) 
of the fibrotic disease by administering a composition of IFN-y and pirfenidone. 
Although, preamble does not recite "prophylaxis", the claims clearly contemplate 
prophylaxis of the fibrotic diseases. However, specification (pages 31-32) and prior art 
only teach the treatment of fibrotic diseases by the administration of IFN-y and 
pirfenidone. The specification as filed is insufficient to enable one of skilled in the art to 
practice the claimed invention for prophylaxis of the fibrotic diseases without an undue 
amount of experimentation because the specification and the prior art have not 
demonstrated the prophylaxis of the fibrotic diseases by administering composition of 
IFN-y and pirfenidone. 
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Applicant has not disclosed how to use the claimed invention for prophylaxis of 
the fibrotic diseases by administering a combination of IFN-y and pirfenidone to the 
subjects. There is insufficient evidence of the invention with respect to the in vivo 
operability of the claimed invention. Specifically, specification and prior art only teach 
the treatment of fibrotic disease and not the prophylaxis of fibrotic disease. For 
example, the specification fails to provide guidance with respect to what candidate 
population will be selected for the prophylaxis of fibrotic disease by administering a 
combination of IFN-y and pirfenidone of the invention. There is no disclosure in the 
specification with respect to the dosages required to obtain prophylactic effect. It is also 
unclear for how long one would have to administer the medication. It is noted that if a 
patient population with the "disease symptoms" are identified, the onset of disease has 
taken place, thus the pathology cannot be prevented (only further progression maybe 
stopped). 

Since, there is inadequate guidance as to the nature of the invention, it is merely 
an invitation to the artisan to use the current invention as a starting point for further 
experimentation for the prophylaxis of fibrotic diseases by administering the a 
combination of IFN-y and pirfenidone of the invention. In addition, because there are no 
working examples provided describing prophylaxis of fibrotic diseases or models it 
would require an undue amount of experimentation to one of skill in the art to practice 
the claimed invention. 

In claim 1, Applicant is contemplating a synergistic effect of the combination of 
IFN-y and pirfenidone for the treatment or prophylaxis. However, specification provides 
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no evidence for synergistic effects for the treatment or prophylaxis fibrotic diseases. 
Applicant has not provided the dosage required for producing a synergistic effect. The 
specification as filed is insufficient to enable one of skilled in the art to practice the 
claimed invention to produce a synergistic effect for the treatment or prophylaxis of the 
fibrotic disease without an undue amount of experimentation because the specification 
has not demonstrated the synergistic effect of the combination. Since, there is 
inadequate guidance as to the nature of the invention, it is merely an invitation to the 
artisan to use the current invention as a starting point for further experimentation for the 
treatment or prophylaxis of the fibrotic disease. In addition, because there are no 
working examples provided it would require an undue amount of experimentation to one 
of skill in the art to practice the claimed invention. 

In claim 2, Applicant is contemplating the reduction in the incidence or severity of 
one or more side effects ordinarily associated with the administration of either drug 
alone in the treatment of the fibrotic disease. It is not clear what dose of IFN-y and 
pirfenidone will both treat the fibrotic disease and reduce the incidence or severity of 
one or more side effects ordinarily associated with the administration of either drug 
alone in the treatment of the fibrotic disease. The specification as filed is insufficient to 
enable one of skilled in the art to practice the claimed invention for the reduction in the 
incidence or severity of one or more side effects ordinarily associated with the 
administration of either drug alone in the treatment of the fibrotic disease without an 
undue amount of experimentation because the specification has not demonstrated the 
reduction in the incidence or severity of one or more side effects ordinarily associated 
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with the administration of either drug alone in the treatment of the fibrotic diseases. In 
fact the combination doses used in the instant invention for treatment of fibrotic 
disorders have been previously used individually or in combination for the treatment of 
fibrotic disorders Ziesche et al. (1999) and Ragu et al. (1999) both disclosed in PTO 
1449 of 2/13/2006. Ziesche et al. disclose that the side effects of IFN-y subsided within 
9 to 12 weeks (p. 1264). Ragu et al. indicate that pirfenidone was well tolerated with 
minimal side effects which promptly subsided after discontinuation of the drug or 
decrease in dosage (p. 1066). Since, there is inadequate guidance as to the nature of 
the invention, it is merely an invitation to the artisan to use the current invention as a 
starting point for further experimentation for the reduction in the incidence or severity of 
one or more side effects ordinarily associated with the administration of either drug 
alone in the treatment of the fibrotic disease. In addition, because there are no working 
examples provided describing the reduction in the incidence or severity of side effects it 
would require an undue amount of experimentation to one of skill in the art to practice 
the claimed invention. 

Given the breadth of claims 1 and 2 in light of the unpredictability of the art as 
determined by the lack of working examples, the level of skill of the artisan, and the lack 
of guidance provided in the instant specification and the prior art of record, it would 
require undue experimentation for one of ordinary skill in the art to make and use the 
claimed invention for the prophylaxis of the fibrotic diseases or the reduction in the 
incidence or severity of one or more side effects ordinarily associated with the 
administration of either drug alone in the treatment of the fibrotic disease by 
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administering a combination of IFN-y and pirfenidone. Claims 4-1 1 are rejected insofar 
as they are dependent on rejected claims 1 and 2. 

Claim Rejections - 35 USC § 103 

5. following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5a. Claims 1-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Ziesche et al. (1999, PTO 1449 of 2/13/2006) in view of Ragu et al. (1999, PTO 1449 of 

2/13/2006). 

The instant invention is drawn to a method of treating fibrosis in an individual by 
administering combination of IFN-y and pirfenidone (5-methyl-1-phenyl-2-(1 H)- 
pyridone). 

Ziesche et al. (1999) teach the administering a combination of IFN-y and 
prednisolone to treat idiopathic pulmonary fibrosis, a known fibrotic disease (p. 1264). 
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The reference discloses the administration of 200 ug of FN-y three times weekly and 
50mg prednisolone daily (p. 1264). Authors disclose that the lung function deteriorated in 
patients administered with prednisolone alone. In contrast, in the group receiving both 
IFN-y and prednisolone the total lung capacity increased (see Fig. 1). Ziesche et al. 
also teaches the use of IFN-y in the treatment of progressive pulmonary fibrosis 
including idiopathic pulmonary fibrosis, scleroderma and sarcoidosis. The reference 
teaches that the proliferation of fibroblasts and the accumulation of interstitial collagens 
are hallmarks of progressive organ fibrosis (p. 1264). It is disclosed that the side effects 
of IFN-y such as fever, chills and muscle pain, subsided within the first 9 to 12 weeks (p. 
1264). Ziesche et al. reference does not teach the use of IFN-y and pirfenidone 
combination for the treatment fibrotic diseases. 

Ragu et al. teach the use of pirfenidone to treat idiopathic pulmonary fibrosis. 
The reference teaches that pirfenidone is an antifibrotic drug (p. 1061). Ragu et al. 
discloses a dose of 40mg/kg/day up to a maximum of 3,600mg/day (p. 1062). Authors 
also indicate that pirfenidone was well tolerated with minimal side effects which 
promptly subsided after discontinuation of the drug or decrease in dosage (p. 1066). 
The reference also teaches that treatment with pirfenidone allowed discontinuation or 
tapering of prednisone and immunosuppressive therapy without further loss of lung 
function. Ragu et al. also disclose that IFN-y has been demonstrated to inhibit lung 
fibroblast proliferation and collagen synthesis (p. 1068). 

Therefore, it would have been prima facie obvious at the time of the invention to 
modify the treatment methods of Ziesche et al. (1999) to treat idiopathic pulmonary 
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fibrosis, a known fibrotic disease as taught by Ragu et al. (1999) using the therapeutic 
compositions of IFN-y and pirfenidone combination. One of ordinary skill in the art would 
have been motivated to use the modified methods of Ziesche et al. to treat fibrosis 
including idiopathic pulmonary fibrosis by administering a combination of IFN-y and 
pirfenidone (instead of using IFN-y and prednisone) because Ragu et al. disclose that 
pirfenidone is an antifibrotic drug that is used in the treatment of fibrotic disease 
including idiopathic pulmonary fibrosis that has minimal side effects. Further, there is 
reasonable expectation of success because Ziesche et al. reference clearly teaches 
that the combination of IFN-y and prednisone clearly produces a better clinical outcome 
compared to using prednisone alone. The rationale for using pirfenidone compared to 
prednisone is because pirfenidone is well tolerated with minimal side effects. One of 
ordinary skill in the art would have been motivated use the dosages used in Ziesche et 
al. and Ragu et al. because they are clinically effective. Although, liver fibrosis and 
cardiac fibrosis are not disclosed in Ziesche et al. and Ragu et al. because they share a 
common disease mechanisms with idiopathic pulmonary fibrosis (the proliferation of 
fibroblast and the accumulation of interstitial collagens) it would be prima facie obvious 
at the time of the invention to use the methods Ziesche et al. and Ragu et al. Therefore, 
the instant invention is prima facie obvious over Ziesche et al. (1999) and Ragu et al 
(1999). 



6. No claims are allowable. 
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Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jegatheesan Seharaseyon, Ph.D whose telephone 
number is 571-272-0892. The examiner can normally be reached on M-F: 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao, Ph. D can be reached on 571-272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

JS 

February 26, 2008 



/Jegatheesan Seharaseyon/ 
Primary Examiner, Art Unit 1647 
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